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PPARaSlfPPAR y CDHSfcjH 

) © oSff r i:»t 4ffi*ti-tt«5lti: LTfttti^nfelMlWBC o A 
^*x^y;u©IS«afflll|flDfc»0ttffl*5 iVKJWRC oAftx 

^**'> v/-AJf JI3ISiSli<bS8<* (PPAR) (iC*«fi!l© 

■J # > Ktt^a«c u#> k 5 c fc-ciStt-fbstiaiE^B 

t> or- £ 5 (Keller H. £ : Trends Endocrinol Metab ( 1993) 4, 
291-296) o C tl£ T- P P A R t UTii aS, rSl.Stftfin ©3 

I & o t ^ 5 (Braissant 0. £ : Endocrinology (1996) 137, 
354-366) o P P A R aiiffFSa^ ^88, S-fbtt 
rtOiSSV^tttCfilgSiUT V>* 0 PPARrli7D€-^-®l 
jRCiD N*ijSfl!|#S& 52!©7>f V7*-AHtPPARr 
1 i: P P A R r 2t:2^?tlSo PPARy 1 liittttt&C&li 
Ittc, PPARr 2ttitni»iia«tcKKk:«abT^ao pp 

A R 6 Itfc&tef&miZfrlfi It^Sa 

P P AR aligFM + aiffl JS STS^l/C o A 

^ h □ > F l J7t#$t57i'^CoAft Kn^t-f^HMG 
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-CoA">>*--fc\ S ^ ^ * * V" - A (I # a 1 - S 7 > )l C 0 

« tic II IS £ 1" -5 ( Schoonjans K. £ : J Lipid Res ( 1 996 ) 37, 
907-925) o PPARa^iv^C^tlfA^PPARa lifllffltt 

te^£]&{IfigfttSSy£?loT^S£#;i£ft"£l> 5(Kersten S. 
£>: J Clin Invest ( 1999) 103, 1489-1498) „ 

-75, PPARr 2 &mmmfccDftibMm£ : <% <Htot^: 
t&SabtlX^Z (Forman BM et ai : Ceil ( 1 995 ) 83, 803-812) » 
royj^v">. D^yj* , ;> ( BRL-49, 653) & t>* f * ^ U £ V 

-f 7* 2 S»£*!ai*3i-C& ifi*^ *ft e>©**BttP P A R.y 
i:^t573" = X ht*4C #BJ§ 6 frtl £ ft£(Lehmann JM et al : 
J Biol Chem ( 1995) 270, 12953-12956) . PPARr li£<*£fctt 

*» L PPAR5 <Z)*ftfl&tt aS^r S£fct^"C* * U<foto 

ft 

# PP ARCMtSTJx^ hT*$»5C tit Forman 

BM<?: Proc Natl Acad Sci USA (1997) 94, 4312-4317) . 

-73s P P ARC^tSifif^7 =T = * h do^TTlis 
fcfcA,£»&ilT^ft^©#«tK'C*So t)-r^(I, 2, 
1/ 'J > ^ * > P PARr®7>^^-^ h tLXftlbh 

X CI £ ft ^ (Oberf ield J.L. & : Proc Natl Acad Sci USA ( 1999) 
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96,6102-6106.) . 

7fi$tlX^Z>& (W097/10813) , T>*3~* htJfCCD^SJKC&Mo 
$ ^(C, P P AR a<Dmm®n$>Z\,^ZT>* H:iot 

;:fti^^&*3iWirtg&1&lf©*££^T;*;l* PPARr 
^IgB^gWIi, P P A R a&mz P P A R y £#1" SRB**R 

a*« c * tt * *«> -cif ^R*a t *j« t s c i: -c * * • 

16 BJ! © Bfl ^ 

*«W#?>ttx -f 'J >«JJttt©«JSfc:fcJ*5 PPARCDH 

Z&Zmvmffim CoAf^x^f^fttfPPARaJtVtPPAR 

IP*>, PPARaSI5PPARrCMt5fa7^73z7 b T* 
&SKRP-297 (Murakami Diabetes (1998) 47, 1841-1847) 

oAftx^T^PPARaMPPARyfl)'J«>F9l«l:g 

8C, PPARaSI/PPARr©'Ji/>Fi)*UTD^ b* U 
tr^- 37^^-^-(SRC-l )<D®.£frB&miZtt LA DEI 

ct 0, IttiffiSC oAftxXfiHiPPARaStfPPARrffll 
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$ISliatilflffiiCoAfi-x^fi^PPARaltFI:P 
PARr{c*rfSia#«5«*S^»iT>^=f=^hi:L-CEII|iJSi 

IP*,, PPARat*ft5fflI«J«iLTKI»8Stf $ V * h- ^ 

;K ^ h -f ;k x r- 7 □ -f * u-f ;u N 7 5 

* o A ;* x ;u £ l§ 3£ fij S^tC ffl T 

SfcPPARrKfcrt-SfflS&Jli: UTBiJK&StfS 'JXMJk 

-;uT?*4JliJ»l*c o A^^x^x;u=&Elgiij^(zf^fflT- § -5 c 

S(cli,IiJft&CoA^;tx*x;i^<2&0Sg|g,S£UTfflv> 

1) PPARa7>^3-z7hHt®iffi 

WiZms ■?V)V*.mJks HP %OT* h >*ftS-r« (Keller D 
*> : Diabetologia (1986) 29, 7-77) , P P AR attBFKC*^ 

Tflias^^K^s^^ h >fr<D£.mizm%t t fi'&m*ig.^z^zz£ 

2) PP ARr i:lt©7>^ hi: Lt©i$ffl 

mmizmmm. ^mourns mitm, RVAtsL&<bmm*z<Di&ik 

P AR r tt»TO«B©«'fc£Mtt«H*fioT^So P 
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$ #3 Z £ #$g£S*lT ^ § (Piet De Vos £ : J Clin Invest ( 1996) 
98, 1004-1009) o f7V 'J v > >!f i: L X 

(U C £&$B££ ftt^3( Zhang E ^ : J Biol Chem ( 1996) 

271, 9455-9459) 0 Z fl h (Dgfjkfr > PPARyT>#3-Zb 

& BJ3 £ H Jfi f S £ tf> © £ £ <Z> B M 

^J(S0>J 1. PPARatPPARy £#1" Z>&e>it<Dm% : 

PPARai:PPARrC»t5fa7^73'-X K-$5KR 
P - 2 9 7 ® h U ^ t> hmmfo (Murakami K t> : Diabetes ( 1998) 47, 
1841-1847) £fflVNfcS&*S£Hli&£*Tofco 6 3 tr-OD t*f- 
4hhSPPARoaifPPARr©'Jif> h'*§£^*£©N5fcMJ 
(CftSDtfeSe (6x His-hPPARs LBD) & •£ tl •? n^Hl IC 85! £ -It, 
= ^^*7iCTi»Lfe, 6x His-hPPARs LBD H fi £ 100 
nM[3H]KRP-297 (27Ci/mmol) £ 50 mM KC1, 10iMy***l/-fh- 
;i/££t? 50mMTris-HCl *g»$(pH7.4)*T!fSgHb£t! (JtJW&C o 
Aftx^f ;K 5/^tSI) 0#ST, ##STT- 25°C\ 30#ffi, 
^>JPi^-hLfco t77f-^X G25*7ACtSe 

fc££L£[3H]KRP-297 fc#SSU 2£f*f&£ > U - v 3 > 
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P P AR r IZttt & m&tS&<Dttmmt 1>T BRL-49, 653 (Will son 
TM h : J iMed Chem ( 1996) 39, 665-668)^5 ct tF 15-t-* * * •> - A n - 
M -7D ^^^^>v J >J 2 (Cayman Chemical Co. P P A R a 

>gg(Cayman Chemical Co.)*ffl^fe 0 
£CD*S*x >ICoA, /WKf>ICoA 1 7 7~ 7* 'J 

>ICoA, *M>SCoA, U J -;i/iC o Ai'i^T 7 * K 
>iCoA©f.t x 7. J- A< # P P A R aS'JPP A R y (D U # > K 

d i: #*iJBJl L£(H 1 )o 
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in vitro IZXMSI U fz (TNT®, 7*D*#tt, Madison, WI) 0 ±|g 
ftW. Ltz 6x His-hPPARs LBD H 6 £ 50 mM KC1, 1 uHyf tXb-f 
h -;i/St>' O.lX^Jfllfiy ;b 7" ^ > S^tt 50 mMTris-HCl ftfffft 
(pH7.4)*T'KKfc£1»©#£Ts##£T-C- 4°C^60#W,i' 
^ - h Lfco ^tf>&, 2 mg <DtK 6x His tai* (QIAGEN *±, Germany) 
£ll0;tx 4°C, 60 ftffis J >*3-^- h Ufco §l 20 ml ©7* 

ofOG-b77D-x l?/^?^?- AUf^tt, Sweden) 

^jpx., 4°c, 60 aim, >t >^i^- h t£o a^tcr 3 @gfe» b 

f:^,7DT'f >G-fe7rD-7s£20ml© SDS-it > 7*;i/ A y 7 r — 
izxmm L 20XSDS-PAGE, *©&:*-h^74 — (IT [35SJSRC-1 

«I £>£3I, l )y-;HCoAfti^rJHiPPARa(5'J*> 
K-e$>SKR P -297*5 ct ^ ;-JHCiiSR C-l©«af*JBfifc 
5fflIft#Wt:lil^f:PPARr<DUiJ> h* T- & £ BRL-49653 
i'iOf'Jy-^Sfa^SR C-l©«afcJ&rt*ffl«tt#ttfc:Bl* 
L fe ( If 2 ) o 

[St 2] 

PPAR 'J#>KfS*«i*fc SRC1 ©«*fc»J»i::»"r* 
flUKK CoA |::J:*M 
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U/U^-OU CoA lOO^M 0.9±0.3 0.9±0.3 1.0±0.1 1.3±0.4 

x - s 1 1 3 0 cd $ b <d v tg fit ± m m m s £ s r 

PPARaIVi:PPARr £** LTMftffl £ z. t 

zcDmm, ppar a izttt -6 mmmm t utbim^s^ ^ u * 
itppARr c*ft z&mmut brmmmmv z u * h w 

* K = ;i/-C*4»WKC o Af-*x^r>;usis|lliJi!t:«ffl'T«** 
d t Tf * -5 o 

Mtwli, fll^KC o Afti^riK HftUt, JJiMteft. 
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3. PPARaCWt^il^Ii: LtlWii* 5 S 'J 3. h -C ;K 
x ;u f * 5 IS AfcII 1 IB ft © IliJKi? C o A =f- * x x J- )V CO fig ffl 0 
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